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(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound 
improved in insulin resistance, having potent 
hypoglycemic and hypolipemic effect, and high in safety, 
thus useful as e.g. a hypoglycemic agent. 

SOLUTION: This new compound (salt) is expressed by 
formula I [R 1 and R 2 are each H, a 1-4C alkyl, 1-3C 
(halo)alkoxyl, 1-3C haloalkyl, a halogen, OH, N0 2 , (1-3C 
alkyl-substituted) amino, heterocycle, or combined into 
methylenedioxy; R 3 is a 1-3C alkoxyl, OH or a halogen; 
dotted line is a single or double bond in combination 
with solid line ], e.g. N-(4-trifluoromethyl- 
benzyl)-5-(2,4-dioxothiazolidin-5-yl)methyl-2-methoxyben 
zamide. The compound of formula I is obtained by 
reaction between a compound of formula II and a 
compound of formula III. 
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;i/ ( 490mg), f 7 7 'J y > - 2 , 4 - x * > ( 358mg), 
i!7>t^^A (40lmg), mm (0.8ml). ^ > if > 

(10ml) ©aM^^^^^-VX^-^MzK^^^rftLT 

>-fcf>, 20%7-fe h >7kffim-CVc& l< tz'&, [§1 
Wft^»*ttftil/T 634mg(86%) fi . 

[0 0 3 4 ] IH NMR (d 6 -DMSO),(5: 
3.83(3H. s) . 3.90 (3H, s ) , 7. 34 ( 1 H . 
d , J =9.3Hz), 7.79 (1 M , s ) 
H , m ) , 7. 87- 7.92 ( 1 W . m ) 
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52g) £DMF ( 250ml) C»» L, & U , 3.5kg/cm ? 
i:^ilJ[lltTlO%/Wy^A/^i OO.Og) T#3fcffc 
Lfc. ff*f££ifci®> Sllfif U . SI ffl ftKl * £ All 20 

W^^y'J^y;^7A^D7h^77^ - ( M IJN 8* 8* 
ifc <b * 7 U > : 7 ir h > = 50 : 1 ) 7? *S » U , l§i H<j <k 
^i$7 ; E^77^(i:l/T5.88g (61%) fife, MS 
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L . x»c i$t ^ . IH Mft£4fc£fc'f$. t l/T 599mg(I 

00% > ntz . 

[0041] l H NMR (d 6 -DMSO).5: 
3.89 (311, s ) , 7.31 ( 1 H . d , J =8.8 Hz ) . 7. 
76(1H, d d . J =2.4, 8. 8Hz) , 7.79 ( 1 H, 
s ) . 7. 89 ( 1 H . d , J = 2. 4Hz) , 12.58 (1 II, 
s ) , 12.91 ( 1 H , b r ) 
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2-^Ut-3 - (3-^h4 1 >*^^^;i/-4->';P 40 

* n 7 x - ;p ) 7 p ntT^>^^^;i/ 

[0 0 4 5 ] 5-757- 2 - 7;^D^I#lt/^^ 
(4.12s) © 47% JltftzK (11.4ml) , ;* ^ / - )V 

(20ml) , Tirh > (50ml) ffi Wi \Z tti - 3k ?fr 25 IE ft T ■ 
U!l«!thU7A ( 1 . 8 8 g ) £/K (3ral) i:»j»LT, 

* 305X111^^ U7c^. 3K^*«rL, 7^7 V)\,m*9-)V 
(13.3ml) ^JIJII^., » L < ffi^ U fcf tfi 6 (tt ft #5 — * (22 

5mg)^/>i»*ro;jiix.fc 0 sag*A««flaLa<«t'Dfc», s 



zKflK^^- h »J A L > MliETiBWUfe. £ ffl ft & 

v'J^y;i/^7A^nTS^77^ - ( M fiH ^ S« n - 
^**> : W*X^;P = 10 : -1 ) TMiS!L, inft^ft 
Sittttt UT3.48g (45%) 
[ 0 0 4 6 ] 'H NMR ( C D C 1 * ) , 6 : 3. 25 
(1H, dd, J =7.3. 14.6Hz). 3.46 ( 1 H , dd, 
J =7.8. 14. 2Hz) , 3.7 5 ( 3 H , s ) . 3.93 ( 3 M . 
s ) . 4.38(111. t . J = 7. 8Hz) , 7.09 (III. d 
d. J=8.8, 10.8Hz). 7.38(1H. ddd. J =2.4, 
4.4. 8. 8Hz). 7. 80 ( 1 H . d d , J =2.4, 6. 3Hz) 
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* 1 H NMR (d« -DM SO), (5:2.86(6 
H . s), 3.94 (3H. s ) . 4.38 (2 H, d , J = 5 . 
9Hz) , 6.69 ( 2 H , d . J = 8. 8H z ) , 7.18 (2 H. d , 
J = 8. 8Hz) , 7.28(11-1, d . J = 7. 9Hz) . 7.74(1 
H . d d . J =2.2.7. 9Hz) , 7.18 ( 1 H, s ) , 7. 95 

(1H. d, J=2.2Hz). 8.59(11-1, t. J=5.9H 
z) , 12.30(11-1. b r ) 

[ 0 0 6 0 ] m Mf @L3 9 
N - (4-h'J7J^D/f JK>yJH - 5- ( 2 , 
4-v^^7^7*/U> J >-5--1';U) ^^;i/-2-^ 

[0061] n- ( 4 - k g 7 ;u * n * ^ ;u > v 

- 5 - ( 2 , 77»Jy> - 5--f Uf 

>) >5 L ^-2-^h^v^>XT5K ( 500mg) & 9 
(70ml) (^fB»U, 3.0kg/cm : zK jjll 

H=Tl0X/t5 A/fcJi^ (500mg) T * 3)4 it O • K Ji> 

□ 1 



30 =7 -J 4 - (l&mffiM Skit * * V > : ^ * V = 50 : 
1 ) TttStt L . f=f Wft^r^ Sife^i i: L T 403rag ( 80% ) 
ntzo ill iz z <D (7) * fit- flg x ^ )V b T«i i& U > M €l tf> 
^ UTffiS! U @ fKjft^^l?:^^, .ffl^C 176.0-17 

7. 5 r 
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76*^*rfiS (%) :C 30 H 17 F 3 N 2 0 4 StUT 

C H N 

fffgLfit 54.79 3.91 6.39 
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[0065] fl* ffl j fr)49 
N - C 4 - h- U 7 )V * U * ^ )l ^ > V ))/ ) - 5- (2, 

4 - v * * v r »/ u v > - 5 - -r & ) ;* 9- )V - 2 - t 

[00 66] N- (4-h'J7;i'tD^f JK>yJM 

- 5 - ( 2 , 4 - y t * y f 7 7 U y > - 5 - < Jl/) ^ 

- 2 - * h + -/^/X75 h' < 80 0mg)©&*Jfifl:* 
^ U > (30ml) !K«3ttJlT;i/=f >S?PJ!^, F 7 < 7 < X 

- 7 1r t> >tt#im#T, l.ONH&fl: 

1/ > (2. 20ml ) £: t0 -p < OiTlfc, 35 i& T 6 P$ fill 

© # L & , 3 El flij £fc fct L ft . tK £ M A , 30# [HJ & # L 

fcfft, &*jet©*8 Ufc. aWfcetfHftx*;], £J>ki A, zK 

a^lliS*flliltt^hU^A-C«£*S6U/S:. « H: T & tf L £ ffl 

ft^y'j*yi^7A^D7h^77>f - ( its ua $ & 

tti It ;* ^ V > : ^ * V - ;P - 40 : 1 ) T f»5 52 U , @ M ft 
^ft^^iilT 618mg (80%) f^. d CD (7) $ X ^ 
/ - ;i/ - ^ b )•} ffi L , ^Ig^^^itH Iff IU: 

1=1 W{t-&»*Wfc. ttK/'x H6.0-148.0 r 

[ 0 0 6 7 ] 

5c*i»H* (*0 :C 19 H 1B F 3 N 2 0 4 StlxT 

C H N 

m&m 53.77 3.56 6.60 
XHflt 53.92 3.88 6.49 
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(-) — N — (4-hU7^tD^fJK>5?^) - 5 
- ( 2 . 7'/iJy>-5M^) ^ ^ ;U 

-2-^h + '>^>X75F 

[0069] £fe*6IW39T^6nfc (±) - N - ( 4 - h 
ij 7 ;p ^ D * 9- )l ^ > v ;u ) - 5 - ( 2 . 4 - v * * V 
7 !/ U V s > - 5 - -f ^ ) ^^;U-2-^h + >^>X 
7 5 H l.OOg &il|-:iSftX^;i/20mllwftl*ftj«»bfc. 
ft , L (-) - y x. * ^ )17 ^ > 0.276g^)JIlx.. — 

^IfeftjBftl/, 0.753 gCDL (-) - 7x^^;i/75>Jfi 

* e ^ k it iK tth t l t ^ /t o c m m x ^ ji/ v n ®* & 

fTt^ -fltft 0. 142g *3 J:t; = *a 0.0908 g SHIt. ffi 

191-193 TC. JKe ^ ^ [a] ■ =-87° (C=0.24. 
T H F ) 
[ 0 0 7 0 ]^ 

TtmftVxte (%) 
c 

mwm 60.10 

60.24 



N a 0 4 StUT 



50 



Ca 8 Hjs F3 
H N 

5.04 7.51 

5.05 7.43 

[ 0 0 7 1 ] —fttiht LXn^tlfz 0. 753 g £ * ?fr T , 
1 NttiflfcZOmlCJjn*.. 5 i> IHiffi «s » jffi ifi . te-^**«fe. 

fli ^ ^ ft l fc o f^n/i^a^x^y-^t n *H ® l . 

1=1 {^^>^^. t U T [il fKj^l 0.532 g^^^o Mfi 194-19 
5 TC . JSJE^i^ [a] d =-100 0 (C=0.24. TH 



( 13 ) 



23 



tit m ¥ 9 - 4 8 7 7 1 
24 



F ) 

[ 0 0 7 2 ] 

TcSWMfrfi! (%) : C 80 H 17 F 3 N 2 0 4 Stl/T 

C H N 
fffgttt 54.79 3.91 6.39 
^jUflt 54.72 3.90 6.35 

[0073] yt^mistrnfro rz®n 

(Mlmg) SrfiglR, * * V — ;U 3 mlKJSUP, 5k ft T , v 

7 V* 9 > - X- 0.2ml£JUn A, 5 # [HI & JB 

»ftl£*«JEEW-2; U . 3i Ml£ M 93 PA # > 1 

i^^DT h^77^f - (^7A ; + 7^tJVAD 

•f ir )V ) . & tU ffi ; a. * t* > : -f V ^ o /w - ;u = 7 
0:30. 8fci£ ; 1. 0ml /rain, J91'^afe^ : A = 2 30nm, 

; 22.31min) iz X ft¥ W. tit £ M ft 99. 2 % ecT * -p 

. 

[ 0 0 7 4 ] # J jp fr l 5 1 

( + ) - N - (4-hU7J^D^iK>yjy) - 5 
- ( 2 , v>-5-^f^) ;* ^ ^ 

[ 0 0 7 5 ] ^M>#J 39TM3 btlf; (±) - N- ( 4 - h 
•J 7 )l * a * 7- )l> ^ > v )l ) - 5 - ( 2 . 4 - v * * V 

7- 7 *> u ^ > - 5 - -r ;i/ ) * ^ ;p - 2 - a h * > *c > x 

75 Hl.00g*D ( + ) - 7 x *7)V7 5 > KT&M^J 
50 t ^«^^^>'iSU £fr H . D ( + ) -7i^f^75> 
J£i t L X-WrMi 0.742 g. =: # 0.143g. H#&0.05 
87 g Z&ffLmft-iKmt LTftfZo HAM 191- 1931C. JBe 
:>£i£ [a] d -87° (C-0.24, THF) 
[ 0 0 7 6 ] 



7U*^*fffl (%) : C 38 H 8B F 3 N a 0 4 StbT 

C H N 

Sf©« 60.10 5.04 7.51 

mmifc 59.95 5.19 7.49 

[ 0 0 7 7 ] mmm50£W\®-'ftii! i 0.742 g£lNifc& 

x m m , i^z-jufusa, i=i ft t& * & i u r m w $j 

0.510g£»fc. MkjS 194- 195*C. JKe^I^ [a] > = 
100° ( C =0. 24. THF) 
[ 0 0 7 8 ] 

10 7C*#tfrfiS (%) :C 30 H 17 F 3 N 2 0 4 StUT 
C H N 
mWfe 54.79 3.91 6.39 
3g8M£ 54.88 4.03 6.42 

[0 0 7 9 ] yt&&Ll&mtiL<Z>tZ#>, -^10i|5Oi^«l:y 

(i)7A ; + 7il/til^AD (^<ir;b) , #f m ffi m ; ^ 
+ 1t> : < V / / n/W-;P = 70: 30, ifi M ; l.Oml/mi 
n, ; A = 230nm, {fc#l#[UJ ; 30.64min) (3 T 

ft3*S6&£*SI&99. 2%eeTfc /t • 
20 [0 0 8 0 ] gjQQjJ 1 

i&iatfeJJE^^ * X (C57BL ob/ob) & jfi 
,ii^ii?Jl:I^Ii:0SifiiLTi{aiI^Sl^Lit o itiftrifi 
lC2£**fc^«fc 5 U , ^J5fe^J36> 39, 46&tf48<7) 

Ong/ kg(7) J1J ffi T 5 1:1 filj P « L . M» {ft fig 
at«tt — lft«5^Lfe». y )V zj - X (O 2 g / kg^ P & 

[ 0 0 8 1 ] 



xlOO 



[ 0 0 8 2 ] ^*$^8i:^t, :n^ofi««fco, ^ 
fyi ft ^ a ^ -h u rtawifiT iu stts:t*« $ n 



<fc «- « 


m « 

(mg/kg) 


<%) 


3 6 


1 0 


4 3 


Ha£0*I3 9 


1 0 


4 7 


*ffi«4 6 


1 0 


3 7 




1 0 


4 5 



c o o 8.4 ] umm 2 

50 MtefkiIG^^ , >X(C57BL ob/ob)£ ||J ^ % 



(14) ^118^ 9 - 4 8 7 7 1 

25 26 

g* m m \zmifrm & o KikLT ik m« hu^utu k m & <t i/utun <w & i&i * $! m m m m m * & l £ 0 6- a ^ 

rtL * il 1$ B& fl/j <ifi £ $J & U . fl* H U „ & j£ #J 39<D ;* - ^ - <o <5 T m tt T IE St J; 0 5R fi& . 

<tft®}& T Fa! o ||] 1 T 2 I fHJ *3 P & -t> U & , rib. 'P h U [ 0 0 8 5 ] 

<ET$ (%) = x 1 0 0 

[ 0 0 8 6 ] & £ & 9 iZ ^ -T . C n 6 © *fi * ct 0 , * [ 0 0 8 7 ] 

52 UU ft £ tt & 16 R <£ T ft iU fc^ff [ 9 ] 



* ft m 


m a 

Ong/kg) 




@T^£ (%) 


mmmz 9 


i 


2 8 


2 6 


3 


4 2 


2 9 



7 u > b ^ — i; <nm% 



(51) Int. CI. 

69/84 
69/92 
C07D4I7/12 
// (C07D4 I 7/1 2 
277:34 
317:48 ) 



317 



F I 

69/84 
69/92 
C07D4 1 7/1 2 



& ttr £ 7T< f^f 0? 



31 7 



<72)»!W# 

«*jiftT«MfflsiP * wr&aa 4 6 6 0 -4 

(72) & 9J« tt-t «!f — 

* m T ffi IIP 1? * Bf *L 1* 3 8 6 - 2 7 
U -> — >IF*/W^>X7 0 4 

(7 2)^iifj^ in mm 

«*J!i"F»Wa5»*»r3fetB 5 9 3 2 



